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and any consulting agency compo-
nents. The product jurisdiction officer 
may request a meeting with the spon-
sor during the review period to discuss 
the request for designation. If the prod-
uct jurisdiction officer has not issued a 
letter of designation within 60 days of 
the filing date of a request for designa-
tion, the sponsor’s recommendation of 
the center with primary jurisdiction, 
in accordance with § 3.7(c)(3), shall be-
come the designated agency compo-
nent. 

(c) Request for reconsideration by 
sponsor: If the sponsor disagrees with 
the designation, it may request the 
product jurisdiction officer to recon-
sider the decision by filing, within 15 
days of receipt of the letter of designa-
tion, a written request for reconsider-
ation not exceeding 5 pages. No new in-
formation may be included in a request 
for reconsideration. The product juris-
diction officer shall review and act on 
the request in writing within 15 days of 
its receipt. 

§ 3.9 Effect of letter of designation. 

(a) The letter of designation con-
stitutes an agency determination that 
is subject to change only as provided in 
paragraph (b) of this section. 

(b) The product jurisdiction officer 
may change the designated agency 
component with the written consent of 
the sponsor, or without its consent to 
protect the public health or for other 
compelling reasons. A sponsor shall be 
given 30 days written notice of any pro-
posed nonconsensual change in des-
ignated agency component. The spon-
sor may request an additional 30 days 
to submit written objections, not to ex-
ceed 15 pages, to the proposed change, 
and shall be granted, upon request, a 
timely meeting with the product juris-
diction officer and appropriate center 
officials. Within 30 days of receipt of 
the sponsor’s written objections, the 
product jurisdiction officer shall issue 
to the sponsor, with copies to appro-
priate center officials, a written deter-
mination setting forth a statement of 
reasons for the proposed change in des-
ignated agency component. A non-
consensual change in the designated 
agency component requires the concur-

rence of the Principal Associate Com-
missioner. 

[56 FR 58756, Nov. 21, 1991, as amended at 68 
FR 37077, June 23, 2003] 

§ 3.10 Stay of review time. 

Any filing with or review by the 
product jurisdiction officer stays the 
review clock or other established time 
periods for agency action for an appli-
cation for marketing approval or re-
quired investigational notice during 
the pendency of the review by the prod-
uct jurisdiction officer. 

Subpart B [Reserved] 

PART 4—REGULATION OF 
COMBINATION PRODUCTS 

EFFECTIVE DATE NOTE: 78 FR 4321, Jan. 22, 
2013, Part 4 was added, effective July 22, 2013. 

Subpart A—Current Good Manufacturing 
Practice Requirements for Combina-
tion Products 

Sec. 
4.1 What is the scope of this subpart? 
4.2 How does FDA define key terms and 

phrases in this subpart? 
4.3 What current good manufacturing prac-

tice requirements apply to my combina-
tion product? 

4.4 How can I comply with these current 
good manufacturing practice require-
ments for a co-packaged or single-entity 
combination product? 

Subpart B [Reserved] 

AUTHORITY: 21 U.S.C. 321, 331, 351, 352, 353, 
355, 360, 360b–360f, 360h–360j, 360l, 360hh–360ss, 
360aaa–360bbb, 371(a), 372–374, 379e, 381, 383, 
394; 42 U.S.C. 216, 262, 263a, 264, 271. 

SOURCE: 78 FR 4321, Jan. 22, 2013, unless 
otherwise noted. 

Subpart A—Current Good Manu-
facturing Practice Require-
ments for Combination Prod-
ucts 

§ 4.1 What is the scope of this subpart? 

This subpart applies to combination 
products. It establishes which current 
good manufacturing practice require-
ments apply to these products. This 
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subpart clarifies the application of cur-
rent good manufacturing practice regu-
lations to combination products, and 
provides a regulatory framework for 
designing and implementing the cur-
rent good manufacturing practice oper-
ating system at facilities that manu-
facture co-packaged or single-entity 
combination products. 

§ 4.2 How does FDA define key terms 
and phrases in this subpart? 

The terms listed in this section have 
the following meanings for purposes of 
this subpart: 

Biological product has the meaning set 
forth in § 3.2(d) of this chapter. A bio-
logical product also meets the defini-
tions of either a drug or device as these 
terms are defined under this section. 

Combination product has the meaning 
set forth in § 3.2(e) of this chapter. 

Constituent part is a drug, device, or 
biological product that is part of a 
combination product. 

Co-packaged combination product has 
the meaning set forth in § 3.2(e)(2) of 
this chapter. 

Current good manufacturing practice 
operating system means the operating 
system within an establishment that is 
designed and implemented to address 
and meet the current good manufac-
turing practice requirements for a 
combination product. 

Current good manufacturing practice 
requirements means the requirements 
set forth under § 4.3(a) through (d). 

Device has the meaning set forth in 
§ 3.2(f) of this chapter. A device that is 
a constituent part of a combination 
product is considered a finished device 
within the meaning of the QS regula-
tion. 

Drug has the meaning set forth in 
§ 3.2(g) of this chapter. A drug that is a 
constituent part of a combination 
product is considered a drug product 
within the meaning of the drug 
CGMPs. 

Drug CGMPs refers to the current 
good manufacturing practice regula-
tions set forth in parts 210 and 211 of 
this chapter. 

HCT/Ps refers to human cell, tissue, 
and cellular and tissue-based products, 
as defined in § 1271.3(d) of this chapter. 
An HCT/P that is not solely regulated 
under section 361 of the Public Health 

Service Act may be a constituent part 
of a combination product. Such an 
HCT/P is subject to part 1271 of this 
chapter and is also regulated as a drug, 
device, and/or biological product. 

Manufacture includes, but is not lim-
ited to, designing, fabricating, assem-
bling, filling, processing, testing, label-
ing, packaging, repackaging, holding, 
and storage. 

QS regulation refers to the quality 
system regulation in part 820 of this 
chapter. 

Single-entity combination product has 
the meaning set forth in § 3.2(e)(1) of 
this chapter. 

Type of constituent part refers to the 
category of the constituent part, which 
can be either a biological product, a de-
vice, or a drug, as these terms are de-
fined under this section. 

§ 4.3 What current good manufac-
turing practice requirements apply 
to my combination product? 

If you manufacture a combination 
product, the requirements listed in this 
section apply as follows: 

(a) The current good manufacturing 
practice requirements in parts 210 and 
211 of this chapter apply to a combina-
tion product that includes a drug con-
stituent part; 

(b) The current good manufacturing 
practice requirements in part 820 of 
this chapter apply to a combination 
product that includes a device con-
stituent part; 

(c) The current good manufacturing 
practice requirements among the re-
quirements (including standards) for 
biological products in parts 600 through 
680 of this chapter apply to a combina-
tion product that includes a biological 
product constituent part to which 
those requirements would apply if that 
constituent part were not part of a 
combination product; and 

(d) The current good tissue practice 
requirements including donor eligi-
bility requirements for HCT/Ps in part 
1271 of this chapter apply to a combina-
tion product that includes an HCT/P. 
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§ 4.4 How can I comply with these cur-
rent good manufacturing practice 
requirements for a co-packaged or 
single-entity combination product? 

(a) Under this subpart, for single en-
tity or co-packaged combination prod-
ucts, compliance with all applicable 
current good manufacturing practice 
requirements for the combination prod-
uct shall be achieved through the de-
sign and implementation of a current 
good manufacturing practice operating 
system that is demonstrated to comply 
with: 

(1) The specifics of each set of cur-
rent good manufacturing practice regu-
lations listed under § 4.3 as they apply 
to each constituent part included in 
the combination product; or 

(2) Paragraph (b) of this section. 
(b) If you elect to establish a current 

good manufacturing practice operating 
system in accordance with paragraph 
(b) of this section, the following re-
quirements apply: 

(1) If the combination product in-
cludes a device constituent part and a 
drug constituent part, and the current 
good manufacturing practice operating 
system has been shown to comply with 
the drug CGMPs, the following provi-
sions of the QS regulation must also be 
shown to have been satisfied; upon 
demonstration that these requirements 
have been satisfied, no additional 
showing of compliance with respect to 
the QS regulation need be made: 

(i) Section 820.20 of this chapter. 
Management responsibility. 

(ii) Section 820.30 of this chapter. De-
sign controls. 

(iii) Section 820.50 of this chapter. 
Purchasing controls. 

(iv) Section 820.100 of this chapter. 
Corrective and preventive action. 

(v) Section 820.170 of this chapter. In-
stallation. 

(vi) Section 820.200 of this chapter. 
Servicing. 

(2) If the combination product in-
cludes a device constituent part and a 
drug constituent part, and the current 
good manufacturing practice operating 
system has been shown to comply with 
the QS regulation, the following provi-
sions of the drug CGMPs must also be 
shown to have been satisfied; upon 
demonstration that these requirements 
have been satisfied, no additional 

showing of compliance with respect to 
the drug CGMPs need be made: 

(i) Section 211.84 of this chapter. 
Testing and approval or rejection of 
components, drug product containers, 
and closures. 

(ii) Section 211.103 of this chapter. 
Calculation of yield. 

(iii) Section 211.132 of this chapter. 
Tamper-evident packaging require-
ments for over-the-counter (OTC) 
human drug products. 

(iv) Section 211.137 of this chapter. 
Expiration dating. 

(v) Section 211.165 of this chapter. 
Testing and release for distribution. 

(vi) Section 211.166 of this chapter. 
Stability testing. 

(vii) Section 211.167 of this chapter. 
Special testing requirements. 

(viii) Section 211.170 of this chapter. 
Reserve samples. 

(3) In addition to being shown to 
comply with the other applicable man-
ufacturing requirements listed under 
§ 4.3, if the combination product in-
cludes a biological product constituent 
part, the current good manufacturing 
practice operating system must also be 
shown to implement and comply with 
all manufacturing requirements identi-
fied under § 4.3(c) that would apply to 
that biological product if that con-
stituent part were not part of a com-
bination product. 

(4) In addition to being shown to 
comply with the other applicable cur-
rent good manufacturing practice re-
quirements listed under § 4.3, if the 
combination product includes an HCT/ 
P, the current good manufacturing 
practice operating system must also be 
shown to implement and comply with 
all current good tissue practice re-
quirements identified under § 4.3(d) 
that would apply to that HCT/P if it 
were not part of a combination prod-
uct. 

(c) During any period in which the 
manufacture of a constituent part to 
be included in a co-packaged or single 
entity combination product occurs at a 
separate facility from the other con-
stituent part(s) to be included in that 
single-entity or co-packaged combina-
tion product, the current good manu-
facturing practice operating system for 
that constituent part at that facility 
must be demonstrated to comply with 
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all current good manufacturing prac-
tice requirements applicable to that 
type of constituent part. 

(d) When two or more types of con-
stituent parts to be included in a sin-
gle-entity or co-packaged combination 
product have arrived at the same facil-
ity, or the manufacture of these con-
stituent parts is proceeding at the 
same facility, application of a current 
good manufacturing process operating 
system that complies with paragraph 
(b) of this section may begin. 

(e) The requirements set forth in this 
subpart and in parts 210, 211, 820, 600 
through 680, and 1271 of this chapter 
listed in § 4.3, supplement, and do not 
supersede, each other unless the regu-
lations explicitly provide otherwise. In 
the event of a conflict between regula-
tions applicable under this subpart to 
combination products, including their 
constituent parts, the regulations most 
specifically applicable to the con-
stituent part in question shall super-
sede the more general. 

Subpart B [Reserved] 

PART 5—ORGANIZATION 

Subparts A–L [Reserved] 

Subpart M—Organization 

Sec. 
5.1100 Headquarters. 
5.1105 Chief Counsel, Food and Drug Admin-

istration. 
5.1110 FDA Public Information Offices. 

AUTHORITY: 5 U.S.C. 552; 21 U.S.C. 301–397. 

SOURCE: 77 FR 15962, Mar. 19, 2012, unless 
otherwise noted. 

Subparts A–L [Reserved] 

Subpart M—Organization 
§ 5.1100 Headquarters. 

The Food and Drug Administration 
consists of the following: 
Office of the Commissioner. 
Office of Executive Secretariat. 
Office of the Chief Counsel. 
Office of the Counselor to the Commis-

sioner. 
Office of Crisis Management. 
Office of Emergency Operations. 

Office of Policy and Planning. 

Office of Policy. 
Policy Development and Coordina-

tion Staff. 
Regulations Policy and Management 

Staff. 
Regulations Editorial Section. 
Office of Planning. 
Planning Staff. 
Program Evaluation and Process Im-

provement Staff. 
Economics Staff. 
Risk Communications Staff. 

Office of Legislation. 
Office of External Affairs. 

Web Communications Staff. 
Office of External Relations. 
Communications Staff. 
Office of Public Affairs. 
Office of Special Health Issues. 

Office of Minority Health. 
Office of Women’s Health. 
Office of the Chief Scientist. 
Office of Counter-Terrorism and 

Emerging Threats. 
Office of Scientific Integrity. 
Office of Regulatory Science and Inno-

vation. 
Division of Science Innovation and 

Critical Path. 
Division of Scientific Computing and 

Medical Information. 
Office of Scientific Professional Develop-

ment. 
National Center for Toxicological Re-

search. 
Office of the Center Director. 
Office of Management. 
Office of Scientific Coordination. 
Office of Research. 
Division of Biochemical Toxicology. 
Division of Genetic and Molecular 

Toxicology. 
Division of Personalized Nutrition 

and Medicine. 
Biometry Branch. 
Pharmacogenomics Branch. 
Division of Microbiology. 
Division of Neurotoxicology. 
Division of Systems Biology. 

Office of Operations. 
Office of Equal Employment Oppor-

tunity. 
Conflict Prevention and Resolution 

Staff. 
Compliance Staff. 
Diversity Staff. 

Office of Finance, Budget, and Acquisi-
tions. 

Office of Budget. 
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